manipulate the UPR to facilitate its replication and to evade host immunity. Our knowledge of intertwined network of events is continuously developing. A better understanding of the UPR mediated antiviral and proviral effects will shed light on dengue disease pathogenesis and may help development of anti-DENV therapeutics. This review summarizes the role of the UPR in viral replication, autophagy, and DENV-induced inflammation to describe how a host response The UPR is a host cellular reaction that counteracts and alleviates ER bacterial infections, changes in cellular redox status, calcium homeostasis, and nutrient starvation all cause stress. Viral or changes in accumulation of unfolded and misfolded proteins, which exceed the capacity of ER protein handling (Celli & Tsolis. 2015; Smith, 2014 (3) Activated PERK catalyzes phosphorylation oi eukaryotic translation initiation factor 2a (el a), w ic in ,iis pro> cini. < transiently activates and then inhibits elF2a activation to overcome protein translation attenuation. (4) Activating transaction factor 4 (■ > induced by clF2a induces activation of C/EBP homologous protein (CHOP) and growth arrest and DNA damage inducible protein 34 (GADD3 ). Which mediates apoptosis. GADD34 dephosphorylates elF2a to maintain a negative feedback. DENV promotes GADDM-mduced elF2o. inhibibon.
(5) Phosphorylation of nuclear factor (erythroid derived 2 factorj-related factor <Nrf2) by PERK dissociates ,t Ech-associated protein (KEAP1) to translocate into the nucleus. Nrf2 induces genes with an antioxidant resp homeostasis. DENV induces phosphorylation and nuclear translocation of Nrf2. Figure 1 ). BiP. a member of the Hsp70 chaperone family, is an inhibitory regulator of the three ER membrane sensors and is bound to the lumenal domains of these molecules. When ER stress occurs. 
I The role of UPR in the inflammatory response against viral infection
There is evidence that the UPR plays a crucial role in inflammatory mediator production during viral infections (Grootjans et al.. 2016) . It potentiates the production of inflammatory mediators, which limit viral replication and facilitate cell survival. The UPR and its downstream 
